On examination.-Left forearm, ulnar aspect: a brownish red plaque 4 x 3 cm. with hard yellowish nodules on the border forming an annular lesion.
Left wrist: an irregular red base 5 x 2-5 cm. dotted with pea-sized yellowish nodules. Right wrist: two nodules 0*3 cm. diameter yellow in the centre on a red base.
Many of the lesions are not attached to the epidermis and the skin is movable over them.
Investigations.-Blood cholesterol 193 mg. % (normal range 100-230 mg. %O).
Histology (Dr. A. M. Barrett): A strip of skin with a rounded nodule of degenerate fibrous tissue situated rather deep in the corium. A narrow zone of cellular reaction is present round the border of the nodule. There is considerable thickening of the walls of small arteries in the corium adjacent to the nodule and some have well-defined foci of lymphocytes near or around them. Mucicarmine and thionin preparations fail to demonstrate mucin. Frozen section stained by Scharlach R shows numerous fine droplets of fat within the nodule. The histological picture resembles that of necrobiosis lipoidica diabeticorum.
Comment.-Since attention was drawn to the histological resemblances between necrobiosis lipoidica diabeticorum and granuloma annulare (Bernstein, 1937) , various means of differentiation have been described. In necrobiosis lipoidica the zones of necrobiotic collagen are usually less well defined than in granuloma annulare, and although the so-called palisading of the cellular infiltrate around the necrobiotic collagen may be found in both lesions it is less marked in necrobiosis lipoidica and the cellular infiltration is more diffuse. Fibrosis of the walls of blood vessels and proliferation of their intimal lining is usual in necrobiosis lipoidica and uncommon in granuloma annulare, although it may occur in the deep type (Jacobi, 1931) .
Lipoid deposits in the necrobiotic areas are a feature of necrobiosis lipoidica and are not found in granuloma annulare. In one case published as granuloma annulare containing lipoids (Ellis and Kirby-Smith, 1942) the patient was a diabetic and the lesions are described as nodules and plaques of a yellow colour occurring on the forearms, back, buttocks and legs, the diagnosis before biopsy being xanthoma. This may, in fact, have been a similar case to Cases I and II described above.
The presence of mucin is an almost constant finding in granuloma annulare; Prunty and Montgomery (1942) and Freudenthal (1945) found that it thus differed from necrobiosis lipoidica, in which mucin is absent.
As to the site of the lesions, while we have become accustomed to associating necrobiosis lipoidica with the shins, Oppenheim's original case (1929) had lesions on the upper and lower extremities, trunk, buttocks, palms, soles and face and in fact 20% of published cases have had lesions on other areas, the wrists being the second site of election.
These two diabetics show in one case a typical plaque of necrobiosis lipoidica on the shin with nodular lesions on the arms and in the other case very similar nodular lesions on the arms alone. Clinically they resemble the deep type of granuloma annulare, but the general histology is more in favour of necrobiosis lipoidica, mucin is absent and lipoids are present in all the lesions; we therefore conclude that they are a clinical variation of the usual lesion of necrobiosis lipoidica. There is a small atrophic erythematous lesion in front of the left ear, but this was treated in India two years ago with radon seeds and later with carbon dioxide snow, and was probably a rodent ulcer.
His general health has been satisfactory and there has been no serious illness. For several years he has had mild dyspepsia, for which he was recently investigated at the Hospital for Tropical Diseases under the care of Sir Neil Hamilton Fairley, to whom we are indebted for much of the clinical data.
On examination.-On the left shin there is a sharply defined oval lesion, 4 x 6 cm., with an elevated border about 2 mm. wide. The centre is sclerosed and atrophic, it has a brownish colour, and dilated venules can be seen through a waxy, slightly scaling surface.
On general physical examination there is no evidence of disease, except for eunuchoidism secondary to imperfect descent of the testes.
Investigations of blood and C.N.S. normal. Mantoux 1 :1,000 positive. Skiagram of chest: No abnormality apart from some pleural thickening at the left base. Radiological examination of the gastro-intestinal tract and gall-bladder: No abnormality except for two diverticula in the transverse colon.
A biopsy was made through the edge of the lesion of the left shin on October 13, 1950: Histopathology: The epidermis is thinned and there is scarring in much of the dermis. In the dermis and in the hypodermis there are numerous areas of intense granulomatous reaction arranged round small vessels which show degenerative changes in their walls. The cellular reaction varies from one focus to another, consisting of epithelioid cells, lymphocytes, plasma cells and many giant cells, both of Langhans and of foreign-body type. No organisms are seen in sections stained with Ziehl-Neelsen's or with Gram's stain. Examination with polarized light shows no doubly refractile particles.
Comment.-The clinical appearance of the lesion is suggestive of necrobiosis lipoidica, except for its well-defined narrow raised edge. The histological picture is striking and is that of a tuberculoid granuloma. There is, however, nothing elsewhere to support a diagnosis of chronic infective granuloma due to tuberculosis, leprosy or syphilis.
Miescher and Leder (1948) described under the title of "Granulomatosis disciformis chronica et progressiva (atypische Tuberculose)" two cases with distinctive clinical and histological features. Mali (1950) described two further cases under the same title.
In these cases there were lesions on the legs which were very slowly progressive and which resembled necrobiosis lipoidica diabeticorum clinically, except that they showed some granulomatous nodules and rather sharply defined borders. Histological sections showed an intense granulomatous reaction round the walls of blood vessels of the skin and subcutis. While these authors were uncertain as to the exact nature of this condition, they considered that the lesions were probably tuberculous.
It is probable that the same condition has previously been described under various titles. For instance Gougerot and Fernet (1923) described "'Sarcoides en nappe sclerodermiformes des membres inferieurs", and Goldsmith (1929) described "a case of clinical morpheea with tuberculous histology", these cases having much in common with those described by Miescher.
ADDENDUM.-Sections subsequently stained with thionin showed no mucin. The serum cholesterol was 335 mg. per 100 ml.
